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Preparation of novel peptides as NS3-serine protease 
inhibitors of hepatitis C virus 

Saksena, Anil K. ; Giri j avallabhan, Viyyoor Moopil; 
Lovey, Raymond G. ; Jao, Edwin E. ; Bennett, Frank; 
Mccormick, Jinping; Wang, Haiyan; Pike, Russell E. ; 
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Parekh, Tejal; Pinto, Patrick A. ; Njoroge, F. George; 
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SD, SL, SZ, TZ, UG, ZW, AT, BE, CH, CY, 
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0 Pl^Pl? 0 



Ac- L-Glu- L-Glu- L-Val - 




CONHCH (Pr) COCONHCH2CO2H 



II 



AB Novel peptides I [Z = 0, NH or substituted imino; X = (un) substituted 
alkylsulfonyl, heterocyclylsulf onyl, heterocyclylalkylsulf onyl, 
arylsulfonyl, heteroarylsulf onyl, alkylcarbonyl , heterocyclylcarbonyl, 
heterocyclylalkylcarbonyl, arylcarbonyl, heteroarylcarbonyl , 
alkoxycarbonyl, heterocyclyloxycarbonyl , aryloxycarbonyl, 
heteroaryloxycarbonyl, alkyaminocarbonyl, heterocyclylaminocarbonyl, 
arylaminocarbonyl, or heteroarylaminocarbonyl; XI = H, alkyl, arylmethyl • 
Pla, Plb, P2-P6 = H, (un) substituted alkyl, alkenyl, cycloalkyl, 
heterocyclyl, cycloalkylalkyl, heterocyclylalkyl, aryl, heteroaryl 
arylalkyl, or heteroarylalkyl ; Pla and Plb may optionally be joined to 
each other to form a spirocyclic or spiroheterocyclic ring contg 0-6 
oxygen, nitrogen, sulfur, or phosphorus atoms; PI' = H, (un) substituted 
alkyl, alkenyl, alkynyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, 
heterocyclylalkyl, aryl, arylalkyl, heteroaryl, or heteroarylalkyl] having 
HCV protease inhibitory activity are disclosed. Thus, peptide II was 
prepd. via peptide coupling in soln. and showed Ki = 1-100 nM for 
inhibition of HCV protease. 

IT 393520-91-7P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses ) 

(prepn. of novel peptides as NS3-serine protease inhibitors of 
hepatitis C virus) 
RN 393520-91-7 HCAPLUS 

CN 1/ 4-Dithia-7-a2aspiro [4 . 4] nonane-8-carboxamide, N-acetyl-L- . alpha . - 
glutamyl-L-.alpha.-glutamyl-L-valyl-L-valyl-N- [1- [0x0 ( 2- 
propenylamino) acetyl] butyl]-, (8S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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